found in the comparison is statistically significant, i.e., not accidental. It is thus possible that a statistically significant p value may be wrongly interpreted as implying that there is a clinically significant difference. By contrast, the NNT value, which is unaffected by the sample size affecting the p value, is a suitable measure to demonstrate and interpret clinical significance [10] [11] . The closer the NNT value is to 1, the more effective is the drug.
On the other hand, drugs can lead to undesirable side effects in clinical application. To give some examples of commonly found side effects, antidepressants can lead to weight gain, sedation, and sexual side effects 2 and antipsychotics used in patients suffering from schizophrenia or bipolar disorder can provoke extrapyramidal side effects, weight gain, an increase in prolactin or a QTc prolongation in the ECG [12] [13] [14] . To quantify the undesirable side effects of clinically applied drugs, the concept of "Number Needed to Harm" (NNH) has been developed, which is defined as the average number of people who would need to be treated over a specific period of time before one bad outcome of the treatment would occur. NNH is a concept showing how many members of a population taking a given drug in the course of their treatment are likely to suffer from side effects. The following example will explain the concept. Out of 100 patients taking drug A, 30 show weight gain as a side effect, while of 100 patients using drug B, only 10 develop weight gain; in drug A, the undesired result affects 30%, in drug B 10%, leading to an NNH value of 1/ (0.30-0.10)=5. That is to say, in order to demonstrate the side effect of weight gain to be higher in drug A than in drug B or vice versa, to show the effect to be lower in drug B than in drug A, at least 5 patients need to be treated. In that case, from the perspective of the side effect of weight gain, drug B is superior to drug A. As explained above, the desired outcome is an NNT value close to 1, showing the drug's efficacy and effectiveness, and a very large NNH value, heading towards infinity, showing that the side effects of the drug are very small. As a concrete example, in a meta-analysis conducted by Stewart et al. to assess the usefulness of antidepressants in cases of non-severe major depression, the authors reported that an NNT between 3 and 8 was sufficient evidence to recommend the studied antidepressants for therapeutic use 15 
e antipsychotics used in schizophrenic patients to prevent relapse, NNT values between 2 and 5 have been reported as an indicator for a medium and broad effect size 16 . A review made by Citrome mentions one study comparing asenapine against a placebo in schizophrenic patients. With asenapine (10mg twice daily), an NNH of 20 was found for oral hypoesthesia; with a dose of 5mg asenapine twice daily, the NHH was 20 for hypoesthesia in the mouth and 13 for somnolence. In patients suffering from bipolar disorder, compared to placebo, asenapine at 5-10mg twice daily resulted in NNH values of 6 for somnolence, 13 for dizziness, 20 for extra-pyramidal symptoms other than akathisia, and 25 for increased weight 14 . In a paper published by Srivastava and Ketter, large-scale, randomized, double-blind, placebo-controlled studies in acute mania and bipolar depression were assessed with regard to the NNT for response to treatment and NNH for sedation and weight gain. They found that lithium, in comparison with other FDAapproved drugs, showed a similar efficacy (NNT 4 vs. 4-8) but a significantly lower sedation (NNH 27 vs. [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] [17] .
A recently published study by Ketter et al.
assessed old and new anti-depressants, using multi-center, randomized, double-blind, placebo-controlled studies and meta-analyses using NNT values for response to treatment and NNH for side effects. There are mainly two FDAapproved therapies for bipolar depression, olanzapine/ fluoxetine combination (OFC) and quetiapine monotherapy (QTP). For the response efficacy, OFC resulted in NNT=4 and QTP NNT=6, while side effects of weight gain (OFC: NNH=6) and sedation/somnolence (QTP: NNH=5) were noted. In another example, the antipsychotic lurasidone, recently approved in the US, showed a response NNT=5 for monotherapy and NNT=7 as adjunctive, with NNH=16 for nausea (adjunctive) and NNH=15 for akathisia (as monotherapy), thus being effective as well as better tolerated 17 . Which of these values do we take into consideration, and are there optimal values for each of these measures? The US Food and Drug Administration (FDA) has approved drugs for the pharmacotherapy of bipolar disorder with NNT values in the single figures, below ten (with an advantage over placebo of more than 10%), and there are studies reporting that the clinical efficacy of drugs with NNT values below ten have been accepted as significant 11, 12, 19, 20 . While there is a greater consensus in the studies regarding acceptable NNT values, it has been reported that the acceptability of NNH values varies particularly depending on the outcome of undesirable side effects. Therefore, in more acute severe illness presentations, drugs with high therapeutic success may be chosen even though their side effects are greater, while in chronic, mild to medium cases even less efficacious drugs with fewer side effects may be preferred. In the light of this information, it is therefore suggested that clinicians, when deciding about the choice of therapy, take both efficacy and tolerability into consideration, looking not only at the NNT values regarding the effect, but also at the NNH to estimate the occurrence of various side effects, thereby making careful, individualized, patientcentered decisions.
